normal over a month later. Rechallenge was not performed.
-Case 2-A 75 year old woman, the sister of the first patient and also with no history of allergy or autoimmune disease, was admitted in June 1986 with cutaneous purpura. She had a severe thrombocytopenia (24x 1O'/1), and a bone marrow aspirate showed nothing abnormal. Her only medication was captopril (25 mg/day), which she had started taking in April. After withdrawal of captopril the platelet count returned to normal (194x 10'/l by August 1986). HLA typing was A2 B8 DR3/A3 B14 DR-. No rechallenge was performed.
In both cases the score for drug induced thrombocytopenia was high (C2 S2), leading us to implicate the angiotensin converting enzyme inhibitors. Three points are worth underlining. Firstly, the haematological side effect in both cases was thrombocytopenia alone. Secondly, both sisters shared the B8 DR3 haplotype. In patients with rheumatoid arthritis adverse effects induced by gold salts, particularly haematological effects, are commoner in patients with B8 or DR3 allotypes.' Thirdly, the possible mechanism seems to be immunoallergic; in such a situation, and in contrast to leucopenia induced by captopril, rechallenge, even with small doses, is dapgerous. These cases thus raise the possibility of a familial immunogenetic background that predisposes to drug induced side effects. By 37 weeks there had been little growth over the preceding three weeks and her weight had remained static. On auscultation the fetal heart was irregular with a rate of over 180 beats/min. An ultrasound scan showed a normally grown fetus; the tachyarrhythmia was confirmed and there was no evidence of cardiac failure. She was admitted to the antenatal ward for observation. Over the next three days auscultation showed episodes of fetal tachyarrhythmia. Cardiotocographs performed at other times showed a normal baseline rate. The dothiepin was stopped. The frequency and the duration of the tachyarrhythmias decreased and within four days no abnormalities of the fetal heart rate were detected. At subsequent reviews in the antenatal clinic no abnormalities were noted on auscultation or on cardiotocography. The patient delivered a live male infant (2980 g) at term. Labour was uneventful, and the Apgar scores were -9 at 1 minute and 10 at 10 minutes. No abnormalities were detected on examination.
Dothiepin hydrochloride is not contraindicated in pregnancy, although there is no evidence of its safety and the datasheet advises that it should be used during pregnancy only "if there are compelling reasons."
Tachycardia is a well recognised side effect of the tricyclic drugs, as are other disturbances of cardiac rhythm. In this case we presume that the fetal arrhythmia was related to maternal drug treatment: cessation of the treatment resulted in resolution of the episodes of fetal tachyarrhythmia. I report a case that followed infusion of erythromycin lactobionate. A 22 year old woman was admitted with suspected septic arthritis of the left hip. She felt unwell, had a temperature of 38°C, and had been limping for a week. Hip movements were painful and restricted. There was tenderness over the hip, but all other joints were unaffected. There was no family history of arthritides. Plain radiographs of the hip, full blood count, and serum calcium, phosphate, and alkaline phosphatase values were all normal, but the erythrocyte sedimentation rate was 39 mm in the first hour. Blood cultures proved sterile.
As she claimed to be allergic to penicillins erythromycin and fucidic acid were prescribed. Since the fucidic acid was not immediately available treatment was started with an infusion of erythromycin lactobionate (Abbott Laboratories) 2 g in 500 ml of isotonic saline to run over one hour. Soon after the infusion started the patient began to feel nauseated and within 40 minutes had developed severe epigastric pain, which radiated to her back. The infusion was stopped. Examination of the abdomen showed nothing abnormal apart from acute epigastric tenderness. Full blood count and urea and electrolyte measurements were normal, but serum amylase activity was raised (610 IU/1). The pain settled with appropriate analgesia but recurred later that night, when an amylase activity of 5240 IU/l confirmed pancreatitis. Blood glucose, calcium, urea, and electrolyte concentrations and arterial blood gas pressures were all normal. There was only minimal disturbance of liver function tests.
She was managed conservatively with nasogastric aspiration, intravenous fluids, and analgesia as needed. Clinically she improved and within five days her blood biochemistry profile had returned to normal. She denied any recent viral illness or alcohol abuse and had not been taking any other medication. There was tto history of pancreatitis or biliary disease. The liver, pancreas, and biliary tract were normal on ultrasonography. The suspected hip infection resolved with gentamicin and at three months she had had no further episodes of hip or pancreatic pain.
Drug associated pancreatitis is rare.' There have been no published reports linking erythromycin infusion with pancreatitis and the manufacturer knows of no cases. Erythromycin can cause abdominal pain, jaundice, and hepatocellular toxicity (prescribing hlospital Practice 1985; 20:95-105. An allergy to Marmite? Dr NIGEL HIGSON (Hove BN3 3DX) writes: Dr Janice Main and colleagues implicate an antibody to bakers' yeast in the development of Crohn's disease.' Yeast may also be implicated in the development of other immune responses. I describe here a case of allergy to a food containing yeast extract (Marmite) which does not seem to have been described in the medical journals (a Medline search revealed no references), yet it seems a common and frightening occurrence, particularly in very young children.
The patient was a 15 month child who apart from having Down's syndrome and an atrioventricular defect was well at the time and had no history of allergy. Marmite was given thinly spread on buttered white bread. Within five minutes mild angio-oedema of the lips and periorbital tissues had occurred. This caused no difficulty in breathing and subsided within 60 minutes. The link with Marmite was not recognised and some days later the child was again given some on bread. This time a more dramatic reaction occurred with a greater degree of angio-oedema of the mouth and periorbital tissues such that the child exhibited some difficulty in respiration. Most of the oedema settled again within 60 minutes and the child did not require drug treatment. On talking to other parents of young children I found that several other children exhibit similar reactions to Marmite and, although I know of no major anaphylactic reaction occurring, the angio-oedema is sufficiently severe to cause concern to the parent. Should such products be promoted as a weaning food? Some health visitors advise mothers to put Marmite on their nipples to break the child's breast feeding habit; in a susceptible child this action might possibly be fatal. 
